The paper reports presented here reflect the current leading issues in the intensive care literature, the search for the 'magic bullet' in sepsis being an obvious example. Many of the trials in sepsis that are currently being reported were presented at recent conferences [1] . This is the case for the KyperSept Antithrombin III Study (see paper report) [2] . The summary of this paper highlights the disappointment of the study: "ATIII [antithrombin III] joins a long list of promising experimental agents for sepsis that failed to show a significant benefit in a multicentre, randomised phase III clinical trial."
Although some success has been reported with 'magic bullet' studies [3] , the paper by Rivers and colleagues (see paper report) [4] puts these to shame by demonstrating a superlative outcome benefit with essentially good early resuscitative care in severe sepsis and septic shock. Goal-directed therapy in the emergency department for patients with severe sepsis and septic shock improved survival from 46.5% (control) to 30.5% (goal-directed therapy). This was achieved by targeting central venous saturation -an investigation that could easily be performed in most modern emergency departments -and the resultant treatment was by no means complicated or expensive: increased fluids and/or blood, and occasionally dobutamine for inotropic support. That study mirrors the already impressive and abundant evidence for goal-directed therapy in another patient population -the high-risk surgical patient [5] . It is incredible, yet disconcerting, that a relatively basic but successful and cheap treatment for the high risk or critically ill patient is not current practiced in many intensive care units. However, the expensive practice of magic bullets will no doubt be enthusiastically received, despite the fact that the results are far less impressive. The report of Rivers and colleagues [4] emphasizes the enormous benefits that may be achieved by early, good, basic critical care management.
The benefits of noninvasive ventilation once again feature prominently in our paper reports [6] . Patients with acute hypoxaemic respiratory failure following lung resection were randomized to standard care with or without nonintermittent positive pressure ventilation. Not surprisingly, the need for extubation was significantly higher in the control group, as was hospital and 120-day mortality. It would be interesting to know whether this mortality benefit remained significant if the randomization had been to nonintermittent positive pressure ventilation versus invasive ventilation.
Hormone therapy has always been popular in the critically ill, and one report [7] investigated intensive insulin therapy in nondiabetic surgical and critically ill patients. Crude hospital mortality was 7.2% in the intensive therapy group versus 10.9% in the control group (P = 0.01), and this benefit was associated with a 46% reduction in bloodstream infections.
Finally a Canadian study [8] derived the 'Canadian C-spine rule' in order to allow more selective and specific ordering of C-spine X-rays in trauma patients who are alert and stable. The derived rule had a sensitivity of 100% and specificity of 42.5%.
As was highlighted in the first paper report overview published back in November 1999 [9] , there has been an exponential growth in the amount of literature specific to intensive care and related fields. "This is set against the background of an everincreasing service commitment and so time is at a premium to reflect on important breakthroughs in the literature," it said. Our paper reporters, who are few in number as compared with the amount of evidence based literature out there, are not immune to these time constraints. If you, the reader, would like more papers critiqued, or even to join our 'merry band of reporters', contact us on editorial@ccforum.com.
Context:
The cervical spine (C-spine) of trauma victims has been routinely imaged radiologically to rule out bony injury. Many trauma experts find this exercise unnecessary in the majority of cases who are alert, and without clinical suspicion of injury. This study has three aims: to evaluate the possibility of being more selective and specific in ordering C-spine X-rays in trauma patients who are alert and stable; to examine possible predictor variables against actual patient outcome; and to provide a 'rule' that will be clinically effective in decision-making.
Significant findings:
A variety of data were collected from patients with blunt trauma. These variables (e.g. mechanism of injury, neck pain, whether radiography was performed, etc) were then analyzed to find the best combination of predictor variables for detecting clinically important C-spine injury with high sensitivity and specificity. This information was used to derive a rule, which was validated by comparing the classification of patients to their actual status.
Radiology identified clinically significant C-spine injury in 151 (1.7%) patients. The derived rule identified these with a sensitivity of 100% (95% confidence interval) and a specificity of 42.5 %(95 % CI). The authors were able to provide recommendations for situations where C-spine radiography is warranted so that resources are used efficiently without jeopardising patient care. Finally, they derived the present 'Canadian C-spine rule'.
Comments: At present there is no well defined algorithm based on research that would allow clinicians to minimise radiological imaging of the C-spine without putting patients at risk. This study attempts to fill that gap in our practice.
There is a potential to miss clinically unimportant (i.e. spinal injury that requires neither stabilization, nor follow up). There were also some patients in the study who did not undergo Cspine radiography if the attending doctors felt that it was not warranted (which is normal practice in Canada).
Methods: A total of 8924 adult patients with significant acute blunt trauma to the head or neck presented to the Emergency Departments of 10 large Canadian community and University hospitals, these were studied as a prospective cohort. Patients were alert and stable as defined by cardiorespiratory parameters.
The primary outcome measure was the incidence of clinically important C-spine injury. Patients underwent plain radiography of the C-spine and some also had flexion-extension views and CT of the C-spine. Patients who did not have any diagnostic radiological imaging were followed up for 14 days. Context: Goal directed haemodynamic optimisation has been demonstrated to increase mortality when initiated on the intensive care unit (ICU). This study is original as it recruits patients particularly early, in the hospital emergency department before admission to the ICU. Secondly it uses central venous saturation as the resuscitation end point.
Significant findings: A reduced hospital mortality was found in the treatment of severe sepsis, from 46.5% with standard treatment to 30.5% with early goal directed therapy. The proposed reason for this was a significantly higher mean central venous saturation (77% vs 66%). This was achieved through increased use of fluids (5 litres vs 3.5 litres), blood (64% vs 19%), and dobutamine (14% vs 1%) during the first 6 hours of care in the emergency department.
Comments: This is a well-designed randomised study that addresses the important question of resuscitation of patients with septic shock. It is not easy to blind clinicians in such a study so bias is possible, especially as many of the patients in the treatment arm spent longer in the emergency department and received blood transfusions. This study demonstrates that increased administration of fluids and more controversially blood can reduce mortality when administered early. Dobutamine was only administered to a relatively small number of patients whilst there was no difference in the use of other vasopressors. The value of central venous saturation monitoring could be debated as a target central venous pressure (CVP) of 12-16 mmHg may have achieved the same results. Despite this the study demonstrates that early aggressive resuscitation is successful in reducing mortality and can be undertaken with the use of simple resuscitation end points. Studies of longer duration and using other centres would be valuable for confirming this benefit.
Methods: 263 patients with severe sepsis who were either in a state of shock or had a lactate > 4 mmol/l were randomised between an initial 6 hours of either early goal directed therapy or standard therapy. Both groups were managed with arterial and central venous monitoring. The goal directed group had a target central venous saturation of > 70% in addition to the standard targets of central venous pressure (CVP) 8-12 mmHg, mean arterial pressure 65-90 mmHg, and urine output > 0.5 ml/Kg/min. Context: Uncontrolled activation of the coagulation system may contribute to the mortality associated with septic shock. This phase III multicentre trial investigated the role of antithrombin III (ATIII), a serine protease inhibitor affecting multiple aspects of the coagulation cascade, in patients with severe sepsis and septic shock.
The baseline ATIII activity was approximately 60% in both groups. This rose to 180% in ATIII group at 24 hours; there was no change in the placebo group at 24 hours.
Overall mortality at 28 days was 38.9% in the ATIII group versus 38.7% in the placebo group; similarly, there was no difference at 90 days.
Statistical evidence for interaction between heparin and ATIII can be derived from multiple logistic regression analysis. There was a significant mortality benefit at 90 days for patients not receiving heparin: 352 (49%) in the ATIII group versus 346 (52.5%) in the placebo group (P = 0.03).
Overall there was no difference between groups except for bleeding events, which had an incidence of 22% in the ATIII group and 13% in the placebo group (P < 0.001); this was most marked in patients receiving concomitant heparin therapy. Van Context: Stress induced hyperglycemia is common in critically ill patients and may be associated with an increased rate of infectious complications (see Additional information [1] ). Harmful effects of growth hormone therapy (see Additional information [2] ) and parenteral nutrition (see Additional information [3] ) may be related, at least in part, to the prevalence of hyperglycemia in critically ill patients. Intensive glucose management has been shown to improve survival in patients with diabetes mellitus and acute myocardial infarction (see Additional information [4] ). This controlled trial investigates glucose management in nondiabetic surgical and critically ill patients.
Tight glucose control in the critically ill improves survival

Significant findings:
In total, 1548 patients were enrolled. There were no significant differences between the intensivetherapy group and control group at randomization.
Following intervention the mean morning glucose levels were 103 mg/dl in the intensive-therapy group versus 153 mg/dl in the control group. Crude hospital mortality was 7.2% in the intensive-therapy group and 10.9% in the control group (P = 0.01). The benefit was even more significant in the subgroup of patients receiving intensive care for > 5 days (mortality rate 16.8% versus 26.3%). The mortality benefit was associated with a 46% decrease in bloodstream infections.
Comments: Although nonblinded and restricted to patients undergoing cardiac surgery this study will, in all likelihood, have a great impact on the management of critically ill patients. For diabetic patients with acute myocardial infarction and for patients with or without diabetes mellitus recovering from cardiac surgery, data appear strong. There is no reason to believe this would not be applicable to critically ill patients in general.
Methods:
Patients receiving mechanical ventilation in a cardiac surgery intensive care unit were randomized to conventional (insulin drip only if blood glucose level above 200 mg/dl) and strict glucose control (insulin drip to maintain normal blood glucose level(80-110 mg/dl). Comments: The summary to this paper highlights the disappointment of this study: ATIII "joins a long list of promising experimental agents for sepsis that failed to show a significant benefit in a multicenter, randomised phase III clinical trial". Patients treated in this study with ATIII demonstrated lower ATIII activity (180%) than was expected from preclinical trials (200-250% activity), which may have contributed to the absence of clinical outcome benefit. Another explanation for this lack of benefit is that heparin competitively inhibits binding of ATIII for glycosaminoglycans on the endothelial surface of inflammatory cells, which would explain why those patients without concomitant heparin therapy had an outcome advantage with ATIII over placebo. Adverse bleeding events are obviously a concern in severe sepsis patients receiving ATIII.
Despite the negative result, ATIII will continue to fascinate the intensivist, and it may be that a subgroup of severe sepsis patients will benefit from this therapy once the optimum dosage regime has been determined.
This was a double-blind, multicentre, phase III, randomised placebo-controlled trial in which 2314 patients with severe sepsis were randomised to receive 30,000 IU ATIII or placebo.
Exclusions included known bleeding disorders, and heparin therapy -except low-dose (<10,000 IU/day) subcutaneous heparin or intravenous line flushing with heparin.
